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flfTtiftrt fliifligefiics are physlcaitv separated from ach ther. Acc rdingly, allowance of 
claim 9 Is requested. 

Further, In accordance with allowance of claim 9, new clainns 16-20, and 23-27 are 
also distinct from Nelson and should be allowed for similar reasons. 

Claims 21 and 22, are independent claims, each one redting the Markush groups In 
allowed claim 10. Alfowance of claims 21 and 22 is believed proper- 
Claims 1-9, 12. 13 and 15 are held rejected In view of Examiner's belief that they 
are obvious in view Nelson. 



In responding to the previous amendment, Examiner states that Nelson teaches 
that It was once a longstanding belief that dextromethorphan had no significant analgesic 
activity, however. It has now been discovered... See office action, section 4. Thus, 
Examiner apparently believes that the state of the art prfor to Nelson, was that 
dextromethorphan had no analgesic properties, and that Nelson had disclosed that the 
state of the art had subsequently changed. This Is not a correct Interpretation of the 
chronology of the events. 

The previously submitted excerpt from Basic and Clinical Pharmacology was 
published almost 10 years after Nelson filing date. Thus, Examiner's apparent belief that 
Nelson has modified the state of the art with respect to dextromethorphan's properties as 
an analgesic, is respectfully, not accurate. 

Respectfully, we point out that Basic and Clinical Pharmacology was published in 
1992, while Nelson was filed in 1982. If anything, this proves that the state of the art at 
the Ume of the filing date of the instant application was that dextromethorphan did not 
have analgesic properties. 
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"misstate f the art Is still th case as evidenced by th exhibit submitted herewith. 

In the office action of 8/27/02, paper =24. Examiner maintained the rejection by 

arguing that terms such as "essentially free of analgesic properties" did not mean that 

there were zero analgesic properties. Thus, Examiner nfuiintained the rejection although 

Nelson did not provide any support or evidence indicating that dextromethorphan has 

analgesic properties. Thus, his statement at col. 1, lines 60^5 and reproduced below, 

should not be accorded the weight provided by Examiner. Nelson writes: 

Dextromethoiphan (d-3-methoxy-N-methyImorph1nan) is the d-isomerof the 
codeine analog of levorphanol; however, unlike the l-lsomer, ft has consistently 
been reported bv the prior art as having no significant ana lgesic properties, 
(Emphasis added). 

Examiner's attention is respectfully directed to the accompanying exhibit consisting 
of pages from the 10th edition of The Pharmacolo^cal Basis of Therapeutics, published 
and revised in 2001, and edited by Oilman, et al. 

On the fourth page of the exhibit there is Indicated near the bottom of column 2, a 
subheading D&dr^mettiorphan. This section contains, verbatim^ almost all of Nelson's 
statement. The only difference is that Nelson changed the c ondusion'a phradne to make 
It sound fess emphatic, and thus, give his application more credence. The sentence in the 
treatise Is reproduced below and clearly states that, as of 2001 (Applicants' filing date), 
dextromethorphan had no analgjasic properties. 

Dextromethorphan (d-3-meihoxy-N-TnethylmGrphlnan) Is the d-isomer of the _ 
codeine analog of levorphanol; however, unlike the Wsomer, it has no analgesic 
or addictive properties and does not act through opoid receptors. 

Examiner Is respectfully reminded that the dted edition of Gllman et al.^ was 
published 19 vears after Nelson's filing date. Therefore, even if Examiner accurately 
concludes from Nelson that in 1982 It was once a longstanding belief that 
dextromethorphan had no significant analgesic activity, however, it has now been 
discovered.^., this was clearly not the state of the art at the time of filing the instant 
application. 
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There are two possible conclusions gleaned from this comparison* 

[S Either Nelson "softened* Gilman's emphatic conclusion, and thus, 

misrepresented the state of the art to the PTC for his obvious reasons; or 

IE Nelson indeed, accurately copied Gllman's statement as it appeared. But that 
state of the art was subsequently altered with more recent evidence indicating 
that dextromethorphan has no analgesic properties. 

Either posdbilitv should cast significant doubt about the scientific veracity of 
Nelson's disclosure of dextromethorphan's properties. 

In addition, the Applicants have provided excerpts from highly credible treatises 
indicating that dextromethorphan has no analgesic properties. These book chapters 
reviewed the literature from 1992 to 2001- i.e., the contributions of the entire field. 

, ff 

Examiner must be asked to reconsider this evidence from the perspective of 
persons with ordinary skill in the art. Nelson's disclosure does not have [a] any data; [b] 
does not have any examples; and [c] does not even provide a single re toence for his 
conclusions. 

Is it Examiner's position that upon reviewing the evidence of record, that persons of 
ordinary skill would reasonably conclude that they could administer dextromethorphan and 
have a reasonable expectation of obtaining an analgesic effect? 

The Applicants respectfully suggest that the answer must be In the negative, and 
that the rejection should be withdrawn. 
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It is well established that a proper refdrenoe under 35 USC §§102 or 103 must be 
enabling In the sense of 35 USC §112, HI. It is suggested that Nelson is not enabling to 
that extent Pertinent is the following quote from In re Le Grice, 133 USPQ 365, 374 (CORA 
1362): 

"[Tlhe proper test of a description In aipublication as a bar to a patent as the 
clause is used in section 102(b) requires a determination of whether one 
skilled in the art to which the Invention pertains coultf take the de^lptton 
of tAe Invention In the printed puUlcailon and combine tt with his own 
knowledge of the partlcu^r art and firpm tftte combtnatton be put In 
possession t^the tnyention on which a patent Is sought [Emphasis added.]" 

See also. In re Hoe/csema, IBS USPQ 596, 601 (CCPA 1968), wherein the Court stated: 

'While In re Le Gr/ce was bottomed on an issue arising under 35 U-S.C, 102 
where the reference was a 'printed publlcationp' that t6&t, in our view, is also 
properly applicable to issues arising under 35 U^.C. lOZ,*' 

The rejection should be withdrawn because the foregoing remarks show that Nelson 
cannot reasonably be viewed as providing an ienabling reference for making or practicing 
the instant claims. 



A reference contains an "enabling disclosure" if the public was in p^sesslon of the 
claimed Invention before the date of invention. "Such possession is effected If one of 
ordinary skill in the art could have combined the publication's description of the invention 
with his [or her] own knowledge to make th^ claimed invention." In re Donohue, 766 F.2d 
531, 226 USPQ 619 (F^. Cir. 1985). MPEP § 2121.01 Use of Prior Ait in Rejections Where 
Operablllty Is In Questk>n. 

[ i 
i j 

It Is respectfully suggested that at the Applicants' filing date, person's with ordinary 
skill in th art could not hav been in possess! n of Nelson's "Ihv ntlon' b cause the 
knowledge In the art was that dextr methorphan had no analgesic properties. 
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Nelson even concedes that the mechanism of dextromethorphan's analgesic action 
Is not fully understood, CoL 4, lines Applicants suggest that this Is because no such 

action existed. 

In sum, persons of ordinary skill could not have used Nelson to describe the claimed 
subject matter Put another way. In view of the foregoing remarks, It Is not reasonable to 
maintain any rejection predicated on the belief that Nelson has placed the claimed subject 
matter in the public's possession. 

In accordance with these remarks, withdrawal of the rejection is praper. 



The claims explicitly recite that the preparation must have one rapid onset of action, 
and one sustained action component. 

Nowhere does Nelson describe dextromethorphan's alleged action to be eUhfif of a 
rapid onset type and locally acting or a sustained acting type and systemic. Thus, it would 
not be clear from reading the text In col. 1, lines 48-56, which of these alleged analgesic 
combinations Is actually rendering the instant claims obvious because they only require 
that dextromethorphan be present 

It is further noteworthy, that Nelson's claims encompass the use of 
dextromethorphan alone, by Itself, for mouth pain. No examples were provided, and no 
descriptions were disclosed. 

Further, the dextromethorphan composition is disclosed and claimed as being 
administered in a tablet form or an elUlr. In thje absence of evidence to the contrary, if the 
dextromethorphan Is In a tablet, it must furvction systemlcally with sustained action. In 
addition, any othejr active agent in the tablet would also necessarily function systemically. 
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If dextromethorphan is administeredithrough an llxir, it would be rapidly absorbed 
by the rich supply of blood vessels in the oral cavity. This "buccal" mode of administration 
is quite common. Is the dextromethorphan provided by the elbclr functioning systemically, 
or would dextromethorphan have local and rapid onset effects under these circumstances? 
One with skill in the art could not answer this question. 

In maintaining the rejection, is Examiner suggesting that dextromethorphan 
corresponds to the Instantly claimed elemerit A or element B? 

i 

k 

Is Nelson's combination of dextromethorphan and his group (1) conventional 
analgesics the equivalent of Applicants elenient A and element B, or is it simply a 
combination of 2 different sustained action.fsystemlcaliy acting compounds? 



Or is Nelson's combination of dextromethorphan and his group (2) conventional 
anesthetics, the equivalent of Applicants eiciment A and element B, or is it simply a 
combination of 2 different rapid onset locally acting compounds? 

\ 

It is respectfully suggested that if on^s in the art could not determine which of 
Nelson's proposed combinations are the equivalent of Applicants' combination of element 
A and element B, the rejection must be withdrawn. This is because without being able to 
answer the question, each limitation is not taught. At best, Nelson's disclosure would be 
obvious to try, even if dextromethorphan had analgesic pr onerties. 

It is submitted that without Nelson piroviding sufficient disclosure to answer these 
questions. Nelson cannot be viewed as reasonably describing each limitation In the clalnr\s. 
Nor does his specification provide guidance suffident to be considered enabling as 
required. \ \ 



Respecthilly, the rejections over Nelson should be withdrawn. 



[ 
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CONCLUSIONS 

Applicants appreciate the presumed validity of an issued patent. Howeveri a 
patent's disclosure Is merely a reflection of an applicant's view of the state of the art at the 
time the application Is filed, A patent disclc^re, lik e any technical document must be 
considered in light of newly obtained and widely accepted evidence. 

For examplCr Examiner's perspecth^e would have substantially more force and 
rea^n If the Applicants' filing date were In the 1980's. At that time, Nelson's disclosure 
may have indeed, represented a new wave of knowledge just be^nning to bear frulL 
However, with the passage of almost 20 years since Nelson tesued, and In the faoe of 
overwhelming evidence indicating Nelson's error, Examiner's acceptance of Nelson's 
disclosure would not be viewed as reasonable by others In the art. 

Applicants have even Indicated that It Is likely that Nelson modified the force of 
Gllman's conclusion about dextromethorphan to advance his goals. 

It has also been shown that even If dextromethorphan did have some analgesic 
properties (which we do not believe or concede at all) Nelson s till could not render the 
instant claims obvious . This is becai^ Nelson's omission of any disclosure as to how 
dextromethorphan actually would work means persons in the art cannot predict whether it 
Is more like element A or more like element B of the instant claims. Thus, there Is no 
suggestion of the claims. At best, there is an invitation to experiment - i,e„ obvious to try. 

Allowance of the claims Is respectfully solicited. 

Respectfully Submitted, 

Norris, McLaughlin & Marcus 
220 East 42nd Street 
New York, NY 10017 
Telephone (212) 80&0700 
Fa(s|m|[e.X212).8gS:g8M 



Theodore Gottlieb, PhD 
Reg. Nr. 42,597 
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